Figure B:
Rank-based mapping of water thermodynamics to the thrombin binding site.
Cleavage entropy mapped to thrombin sub-pockets (A) with colors ranging from red (specific) to green (unspecific) in comparison with sub-pocket average translational entropy of water (B), orientational entropy of water (C) and solute-water enthalpic interactions (D) with colors ranging from red (high ordering and strong interactions) to green (low ordering and weak interactions). Coloring is based on ranking of respective pockets.
Figure C:
2D-RMSD plots of thrombin holo and fibrinogen bound (C positions of the α binding site).
2D-RMSD plots of thrombin 1000ns molecular dynamics trajectory (A-C).
Comparison of holo simulation (A) and complex simulation (B) shows higher RMSD values in the holo simulation indicating rigidification on substrate binding.
Combination of (A) and (B) into (C) shows sampling of overlapping conformational space.
Figure D:
Trajectory splitting for global Backbone B Factors.
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Sub-pockets S1 and S2 consistently show lower B Factors than sub-pockets S3-S6.
Higher B Factors in trajectory parts 6-9 indicate conformational changes within the binding site.
Figure E:
Trajectory splitting for S . φ Sub-pockets S1 and S2 show the lowest φ entropies. Sub-pockets S3-S6 show varying higher φ entropies. Higher φ entropies in trajectory parts 6-9 indicate conformational changes within the binding site.
Figure F:
Trajectory splitting for S . ψ
Again, sub-pockets S1 and S2 show the lowest ψ entropies. Sub-pockets S3-S6 show varying higher ψ entropies. Higher ψ entropies in trajectory parts 6-9 indicate conformational changes within the binding site. Sub-pocket-wise analysis of entropic and enthalpic metrics for the thrombin-PAR1 system. Here, 1µs trajectories of both complex and holo structure were prepared and analyzed in analogy to the system setup described for the thrombin-Fib system. We observe similar trends as for the main system. Entropic metrics (B-factors, dihedral entropies, hydration entropies) correlate to cleavage entropy, whereas enthalpic metrics (solute-water interactions, hydrogen bonding) show less correlation to substrate specificity. All binding site properties except the hydrogen bonding occupancies were derived from the apo simulation. 
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